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What is claimed is: 

I. A method of treatmg cancer in a subject in need thereof, comprising the step of 
administering to the subject a first amount of suberoylanilide hydroxamic acid 
(SAHA) or a pharmaceutically acceptable salt or hydrate thereof, represented by 



in a first treatment procedure, and a second amount of an anti-cancer agent in a 
second treatment procedure, wherein the first and second amounts together 
comprise a therapeutically effective amount. 

2. The method of claim 1, wherein said anti-cancer agent is a histone deacetylase 
(HDAC) inhibitor, an alkylating agent, an antibiotic agent, an antimetabolic agent, 
a hormonal agent, a plant-derived agent, an anti-angiogenic agent, a differentiation 
inducing agent, a cell growth arrest inducing agent, an apoptosis inducing agent, a 
cytotoxic agent, a biologic agent, a gene therapy agent, or any combination thereof. 

3. The method of claim 1, wherein said anti-cancer compound is a histone deacetylase 
(HDAC) inhibitor. 

4. The method of claim 3, wherein said HDAC inhibitor is a hydroxamic acid 
derivative, a Short Chain Fatty Acid (SCFA), a cyclic tetrapeptide. a benzamide 
derivative, or an electrophilic ketone derivative. 

5. The method of claim 3, wherein said HDAC inhibitor is a hydroxamic acid 
derivative selected fi-om the group consisting of SAHA, Pyroxamide. CBHA, 
Trichostatin A (TSA), Trichostatin C, SaUcylbishydroxamic Acid, Azelaic 
Bishydroxamic Acid (ABHA), Azelaic-l-Hydroxamate-9-Anilide (AAHA), 6-(3- 
Chlorophenylureido) caipoic Hydroxamic Acid (3CI-UCHA), Oxamflatin. A- 
161906, Scriptaid, PXD-lOl. LAQ-824, CHAP, MW2796. and MW2996. 



the structure: 
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The method of claim 3, wherein said HDAC inhibitor is a Cyclic Tetrapeptide 
selected from the group consisting of Trapoxin A, FR901228 (FK 228 or 
Depsipeptide). FR225497. Apicidin. CHAP, HC-Toxin. WF27082, and 
Chlamydocin. 

The method of claim 3, wherein said HDAC inhibitor is a Short Chain Fatty Acid 
(SCFA) selected from the group consisting of Sodium Butyrate, Isovalerate, 
Valerate, 4 Phenylbutyrate (4-PBA), Phenylbutyrate (PB). Propionate, Butyramide, 
Isobutyramide, Phenylacetate, 3-Bromopropionate, Tributyrin, Valproic Acid and 
Valproate. 

5. The method of claim 3. wherein said HDAC inhibitor is a Benzamide derivative 

selected from the group consisting of CI-994, MS.27-275 (MS-275) and a 3'-amino 
derivative of MS-27-275. 

9. The method according to claim 3, wherein said HDAC inhibitor is an electrophiUc 
ketone derivative selected from the group consisting of a trifluoromethyl ketone 
and an a-keto amide. 

10. The method according to claim 3, wherein said HDAC inhibitor is a natural 
product, a psammaplin or Depudecin. 

1 1. The method according to claim 3, wherein said HDAC inhibitor is pyroxamide, 
represented by the structure: 



or a pharmaceutically acceptable salt thereof. 
12. The method of claim 3, wherein said HDAC inhibitor is represented by the 




structure: 
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wherein R3 and R4 are independently a substituted or unsubstituted, branched or 
unbranched alkyl, alkenyl, cycloalkyl, aryl, alkyloxy, aryloxy, arylalkyloxy, or 
pyridine group, cycloalkyl, aryl, aryloxy, arylalkyloxy, or pyridine group, or R3 
and R4 bond together to form a piperidine group; R2 is a hydroxylamino group; and 
n is an integer from 5 to 8. 

13. The method of claim 3, wherein said HDAC inhibitor is represented by the 
structure: 

o o 

R C NH (CH2)n C NHOH ^ 

wherein R is a substituted or unsubstituted phenyl, piperidine, thiazole, 2-pyridine, 
3- pyridine or 4-pyridine and n is an integer from 4 to 8. 

14. The method of claim 3, wherein said HDAC mhibitor is represented by the 
structure: 




wherein A is an amide moiety, Ri and R2 are each selected from substituted or 
unsubstituted aryl, arylalkyl, naphthyl, pyridineamino, 9-purine-6-amino, 
thiazoleamino, aryloxy, arylalkyloxy, pyridyl, quinolinyl or isoquinolinyl; R4 is 
hydrogen, a halogen, a phenyl or a cycloalkyl moiety and n is an integer from 3 to 
10. 



15. The method of claim 1, wherein the anti-cancer agent is an alkylating agent 
selected from the group consisting of bischloroethylamines, aziridines, alkyl alkone 
sulfonates, nitrosoureas, nonclassic alkylating agents and platinum compounds. 
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16. The method of claim 1 , wherein the anti-cancer agent is an antibiotic agent selected 
from the group consisting of doxorubicin, daunorubicin, epirubicin, idarubicin and 
anthracenedione, mitomycin C, bleomycin, dactinomycin, and plicatomycin. 

5 17. The method of claim 1, wherein the anti-cancer agent is an antimetabolic agent 
selected from the group consisting of floxuridine, fluorouracil, methotrexate, 
leucovorin, hydroxyurea, thioguanine, mercaptopurine, cytarabine, pentostatin, 
fludarabine phosphate, cladribine, asparaginase, and gemcitabine. 

10 18. The method of claim 1 7, wherein said antimetabolic agent is gemcitabine. 

19. The method of claim 1 , wherein the anti-cancer agent is an hormonal agent selected 
from the group consisting of an estrogen, a progestogen, an antiesterogen, an 
androgen, an antiandrogen, an LHRH analogue, an aromatase inhibitor, 

15 diethylstibestrol, tamoxifen, toremifene, fluoxymesterol, raloxifene, bicalutamide, 

nilutamide, flutamide, aminoglutethimide, tetrazole, ketoconazole, goserelin 
acetate, leuprolide, megestrol acetate, and mifepristone. 

20. The method of claim 1, wherein the anti-cancer agent is a plant-derived agent 
20 selected from the group consisting of vincristine, vinblastine, vindesine, 

vinzolidine, vinorelbine, etoposide teniposide, paclitaxel and docetaxel. 

21 . The method of claim 1, wherein the anti-cancer agent is a biologic agent is selected 
from the group consisting of intununo-modulating proteins, monoclonal antibodies 

25 against tumor antigens, tumor suppressor genes, and cancer vaccines. 

22. The method of claim 21 , wherein the immuno-modulating protein is selected from 
the group consisting of interleukin 2, interleukin 4, interleukin 12, interferon El 
interferon D, interferon alpha, erythropoietin, granulocyte-CSF, granulocyte, 

30 macrophage-CSF, bacillus Cahnette-Guerin, levamisole, and octreotide. 

23. The method of claim 21, wherein the tumor suppressor gene is selected from the 
group consisting of DPC-4, NF-1, NF-2, RB, p53, WTl, BRCA, and BRCA2. 
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24. The method of claim 1, wherein the anti-cancer agent is a differentiation inducing 
agent. 

5 25. The method of claim 1. wherein the therapeutic effect of SAHA and said anti- 
cancer agent is additive. 

26. The method of claim 1, wherein SAHA sensitizes cancer ceUs in the patient to said 
anti-cancer agent. 

10 

27. The method of claim i, wherem said anti-cancer agent sensitizes cancer cells m the 
padeat to SAHA. 

28. The method of claim 1. wherein SAHA and said anti-cancer agent are administered 
15 simultaneously. 

29. The method of claim 1, wherein SAHA and said anti-cancer agent are administered 
sequentially. 

20 30. Themethodofclaim29.whereinSAHAisadministeredpriortoadministeringsaid 
anti-cancer agentv 

31. The method of claim 29, wherein SAHA is administered after administering said 
anti-cancer agent 

25 

32. The method of claim 1. wherein SAHA is administered orally, paienterally. 
intraperitoneally, intravenously, intraarterially, transdermally. sublingually, 
intramuscularly, rectally. transbuccally, intranasally, liposomally. via inhalation, 
vaginally, intraoccularly, via local delivery by catheter or stent, subcutaneously, 

30 intraadiposally, mtraarticularly, intrathecally. or in a slow release dosage form. 

33. The method of claim 1, wherein said anti-cancer agent is administered orally, 
parenterally, intraperitoneally. intravenously, intraarterially, transdermally. 
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sublingually, intramuscularly, rectally, transbuccally, intranasally, liposomally, via 
inhalation, vaginally, intraoccularly, via local delivery by catheter or stent, 
subcutaneously, intraadiposally, intraarticularly, intrathecally, or in a slow release 
dosage form. 

34. The method of claim 1, wherein SAHA is administered orally in a pharmaceutical 
composition comprising SAHA and a pharmaceutically acceptable carrier or 
diluent. 

35. The method of claim 34, wherein said SAHA composition is contained within a 
gelatin capsule. 

36. The method of claim 35, wherein said carrier or diluent is microcrystalline 
cellulose. 

37. The method of claim 36, wherein said SAHA composition further comprises 
sodium CFOscarmellose as a disintegrating agent. 

38. The method of claim 37, wherein said SAHA composition fiirther comprises 
magnesiiim stearate as a lubricant. 

39. The method of claim 34, wherein said SAHA composition is administered to the 
subject at a total daily dosage of between about 25-4000 mg/m^. 

40. The method of claim 34, wherein said SAHA composition is administered once- 
daily, twice-daily or tiiree times-daily. 

41. The method of claim 40, wherein said SAHA composition is administered once 
daily at a dose of about 200-600 mg. 

42. The method of claim 40, wherein said SAHA composition is administCTed twice 
daily at a dose of about 200-400 mg. 
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43. The method of claim 40. wherein said SAHA composition is administered three 
times daily at a dose of about 200-400 mg. 

44. The method of claim 40. wherein said SAHA composition is administered twice 
5 daily at a dose of about 200-400 mg intermittently. 

45. The method of claim 44. wherein said SAHA composition is administered three to 
five days per week. 



10 



46. The method of claim 44, wherein said SAHA composition is administered three 
days a week. 

47. The method of claim 46, wherein said SAHA composition is administered at a dose 
of about 200 mg. 



15 



48. The method of claim 46, wherein said SAHA composition is administered at a dose 
of about 300 mg. 

49. The method of claim 46. wherein said SAHA composition is administered at a dose 
of about 400 mg. 

50. The method of claim 1. wherein the cancer is selected from the group consisting of 
a leukemia, a lymphoma, a myeloma, a sarcoma, a carcinoma, a solid tumor or any 
combination thereof 

51. The method of claim 1, wherein the cancer is selected from the group consisting of 
cutaneous T-cell lymphoma (CTCL), noncutaneous peripheral T-cell lymphoma, 
lymphoma associated with human T-cell lymphotrophic virus (HTLV), adult T-cell 
leukemia/lymphoma (ATLL). acute lymphocytic leukemia, acute nonlymphocytic 
leukemia, chronic lymphocytic leukemia, chronic myelogenous leukemia, 
Hodgkin's disease. non-Hodgkin's lymphoma, multiple myeloma, mesothelioma, 
childhood solid tumors such as brain neuroblastoma, retinoblastoma, Wikns' tumor, 
bone cancer and soft-tissue sarcomas, common solid tumors of adults such as head 

106 



PCT/US2004/026161 

WO 2005/023179 

. V ,n.»s(e« oral laryngeal and esophageal), genito urinary cancers (.*. 
and neck cancers (e.g., oral, i«, 6 ,„rt coloni lung cancer, 

«Ucu.umc.Us«con».Kapo»i-ss,rcom3,neuroblas«,ma»Kl,^b.a^ 

^ niedKHl of mating cancer in a subiec. in need hereof, comprising Ure s^ of 
tJsubiect a firs, amount comprising a »tal daily dose of up «, 
admimstermg to the subject a t.« pham««»utically 
about 800 mg suberoylaniUde hydroxamic acid (SAHA) 

salt orhydrate thereof, repr^^dby the structure: 



52. 

10 



/ 



53. 



20 



25 



54. 



55. 



N: — (CH2)8 — 6 

^ NHOH 

i^afirsttreatmentprocedurcandasecond amount of^anti^ancerag^'- 
Il^dtreabnentprocedurcwhereinthefirstandsecond amounts together 

oomprise a therapeutically effective amount. 
..me^odofclaim.. — saidan^^^.-^^^^^^ 

!:r:rrr:x:r:^oU.en.a— 

T^rtcelUv^-^'"*'-^''^™'-'"^^'*'^^"'*"'' , 
a~:iaXagent.agenetherapyagent,oranycombinationth^^^ 

Themethodof Claim 52. wherein saidanti^cercompoundis.bistone 
deacetylase CHDAC) inhibitor. 

Theme.hodotclaim54.whe,einsaidHDACinhibitorisahydrox,mic.cid 
Zriorta.in.attyAcid(SCPA,acycHctetr.peptide.aben»m.de 

derivative, or an electrophiUc ketone derivative. 
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56. 



57. 



58. 



Themc^odofclain, 54. wherein saidHDACinhibi.o.isahyd««anuc^ 
deriv-iveseWftomfte group co„sistingofSAHA.Pyroxam,de.CBHA, 

Bishydxoxanuc Acid (ABmAzelaio-l-Hydroxamate-Q-A^hdeCAAHA) 6(3 

Ch.orophe„ytoeido).arvoicH,droxa™ioAcid(3C.U^^^^ 
16.906. Soriptaid.PXD.101.1AQ.824,CHAP.MW2796.andMW2996. 

Thememod of oWm 54. wherein saidHDACiohibi«>risaCycUcTe«H^^^ 
selected fiomtte group consisting of TrapoxinAFR901228(FK 228 or 
Depsipeptide).FR225497.Apicidin.CHAP.HC-Toxin.WF27082,and 

Chlamydocin. 

Then.e.hodofclaim54.whereins»dHDACinhibitorisaShor.Ch3inFa..yAcid 
(SCTA)selec,edftommegro«pconsisUngofSodimnB«tyra»,Is.val«^^ 
Valer..e.4Phenylb«.yra.e(4.PBA).Phenyibu.yrate(PB).Propio.»te.Bu^ 
Lbutyr»adc.Ph«.y.aceU..3.B.cn»p.cpiona..Tribu.,rin.V^^^ 

Valproate. 

T^eme^od of claim 54. wherein said HDACir^u^itoriaaBenzanuded^iv^^^ 
;;;.edfto™d.e group co»isU«gofa.994.MS-27.275(MS-275)-^a3.-a»»o 

derivative of MS-27-275. 

T.en.e*odacco.di«g.ocUim54.whcreinsaidHDACinHbi.orisanc,cc^^^^ 
ke.onedcrivativese,cc.dftonr«.egronpconsis.ingofa«ifluoromearylketone 

25 and an a-keto amide. 

«. -r,en,ea.odaccordi„g.oc.aim54.wher«nsaidHDACinhibiU>risana»ral 
product, a psanimaplin or Depudecin. 
30 62. Themefl,odaccording.oclain,54.whereinsaidHDACinhibi«.ispyroxanude. 
represented by the structure: 



59. 

20 



60. 
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or a pi 



63. 



T^e™«.od.fclain.54,wh««nsaidHDACi«hibi»risrcp«e.«dby0.e 



Structure: 



,0 unbranched alkyU ^ V ^ ^,aa^„y, or pyridine group, or R3 

pyridine group, cycloalkyl, aryl ary. y, «y ^mino group; and 

mdlUbondtogether to form ap.per.dme group. feBahydro y 
„is an integer fiomSU, 8. wherein said HDACinhibi»r. 

,3 ^method of Claim 54. Wherein said HDAC inhibitor is representee 



structure: 



NH— (CH.)n S— NHOH 

^ereh.Risasubstitutedorunsubstin.tedphenyi.piperidine.,hia«.le.2.p,ndme. 
3- pyridine or 4-pyridineandnis an integer ftom4to 8. 

«. method of Caim 54. Wherein s.dHDAC inhibitor is represented by the 



structure: 
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hydrogen, a halogen, a phenyl or a cyoloalkyl moiety and n is an integer ftom 3 to 
10. 

The mefliod of claim 52, wherein the anti-cancer agent is an alkylating agent 
selected ftom the group consisting of bischloroethylamines. aziridines. alkyl alkone 
sulfonates, nitrosoureas, nonolassic alkyiatmg agents and platinum compounds. 

The method of claim 52, wherein the anti-cancer agent is a. antibiotic agent 
selected ftom the group consisting of doxombicin, daunorubicin. epnubicm, 
10 idarubicin and anthracenedione. mitomycin C. bleomycin, dactinomycm. and 

plicatomycin. 

68 The method of claim 52. wherein the anti-cancer agent is an antimetaboUc agent 
selected from the group consisting of floxuridine, fluorouracil. methotrexate, 
15 leucovorin. hydroxyurea, thioguanine. mercaptopurine. cytarabine, pentostatm. 

fludarabine phosphate, cladribine. asparaginase, and gemcitabine. 



66. 



67. 



69. 
20 70. 



The method of claim 68, wherein said antimetaboUc agent is gemcitabine. 

The method of claim 52, wherein the anti-cancer agent is an hormonal agent 
selected from the group consisting of an estrogen, a progestogen, an antiesterogen, 
an androgen, an antiandrogen. an LHRH analogue, an aromatase inhibitor, 
diethylstibestrol. tamoxifen, toremifene. fluoxymesterol. raloxifene, bicalutamide. 
nilutamide. flutamide, aminoglutethimide, tetrazole, ketoconazole. goserehn 
acetate, leuprolide. megestrol acetate, and mifepristone. 

The method of claim 52. wherein the anti-cancer agent is a plant-derived agent 
selected from the group consisting of vincristine, vinblastine, vindesme, 
vinzolidine, vinorelbine, etoposide teniposide, paclitaxel and docetaxel. 

Hie method of claim 52, wherein the anti-cancer agent is a biologic agent is 
selected from the group consisting of immuno-modulating proteins, monoclonal 
antibodies against tumor antigens, tumor suppressor genes, and cancer vaccmes. 
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Z ^ consi^g of Merl^^in 2. in.er,e»M„ 4, i„.«.eu^ U. .n.erf«»El 
;LLI D. int^feron ^ ^a„u.ocy.-CS . Sra„»l<«yte. 

5 ™^h.ge<;SF.b^l«sCatac«e^erin,lev»uso.e,andoe.reoUd^^ 

The of Cata, 73. whe^ the tun.o. -P^^ ^--'^'^^^ 

g„^consistingofDPC-4.NF.l,NF.2.RB.p53,WT..BRCA,»dBRCA2. 

,0 „. Then,ea.od.fcU^52.«hereinU.ean«.c,„ce.age„tisaaiff«en«aao^ 
agent. 

The™eU,cdcfe,ain.52.«he«in«.e«.«apeuUceffectofSAHA»d,3id«.ti- 
cancer agent is additive. 

" „. Then.e«»dofc.ai»52.wh«einSAHAsc.sitizescance,cc..sin0.ep.He»t«. 
said anti-cancer agent. 

The™e*odofc..n,52.,*«ei«s,id»ti-ca»o«age„..ensmzesc.cerce,Uin 

20 the patient to S AHA. 

Ti,e»cU.od.fowl52.whe«inSAHAands.id»«-ca»:«.gc„.axe 



„ SO. The ^cflKH. of cUun. 52. Wherein SAHA»d said anticancer a^t are 
administered sequentially. 
„. Then.ett««iofcUimSO.whereinSAHAisadn«s«redpriorU>adnrinis«ringsa^^ 
anti-cancer agent. 

, cn v-r^n <?AHA is administered after administering said 
82. The method of clami 80, wherem SAHA is aan 

anti-cancer agent 
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83 -ae memod of olain, 52. wh««n SAHA is admimstered onHy. P— ly. 
inttaperitoneally, in«ave„ous.y, in«aar.erially, TansdennaUy. s^linguaUy, 
inttamusculariy, rectally. .ra„sbuc<=ally. intranasaUy. Uposomally. via inhalation, 
vaginally. intn«.«ularly, via local deHv«y by catheter or stent, subcutaneously, 
intraadiposaUy. intraarticularly. intrathecally, or to a slow release dosage form. 

84 The method of claim 52. wherem said anti-cancer agent is administered orally, 
parenterally. mtraperitoneally. intravenously, intraarterially. transdennaUy. 
sublinguaUy. totramuscularly. rectally. transbuccaUy. intranasally. liposomaUy. v» 
mhalation. vaginaUy. mtraoccularly. via local delivery by catheter or stent, 
subcutaneously. tetraadiposally, intraarticularly, intrathecaUy, or in a slow release 
dosage fonn. 

85 Themethodofclaim52.whereinSAHAisadmtois,eredorally«apharmaceu,ical 
5 ■ composition comprising SAHA and a pharmac^-ically acceptable earner or 



The method of chOm 85. wherein said SAHA comporition is contained within a 
gelatin capsule. 

87. The method:of cUdm 86. when^n said canier or diluent is micocrystallme 
cellulose. 

88. The method of clahn 87, wherein said SAHA composition further comprises 
sodium ctoscarmellose as a disintegrating agent 

89. The method of claim 88, wherem said SAHA conation further comprises 
magnesium stearate as a lubricant. 

30 90. m method of claim 52, wherein said SAHA composition is administered once- 
daily, twice-daily or three times-daily. 



86. 

20 



25 
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91. The method of claim 90, wherein said SAHA composition is administered once 
daily at a dose of about 200-600 mg. 

92. The method of claim 90. wherein said SAHA composition is administered twice 
5 daily at a dose of about 200-400 mg. 

93. The method of claim 90. wherein said SAHA composition is administered three 
times daily at a dose of about 200-400 mg. 

10 94. The method of claun 90. wherein said SAHA composition is administered twice 
daily at a dose of about 200-400 mg intermittently. 

95. The method of claim 94, wherein said SAHA composition is administered three to 
five days per week. 

96. The method of claim 94. wherein said SAHA composition is administered three 
days a week. 

97. The method of claim 96. wherein said SAHA composition is administered at a dose 
20 of about 200 mg. 

98. The method of claim 96. wherein said SAHA composition is administered at a dose 
of about 300 mg. 

25 99. 'niemethodofclahn96.whereinsaidSAHAcompositionisadministeredatadose 
of about 400 mg. 

100 -me method of claim 52. wherein the cancer is selected from the group consisting 
of a leukemia, a lymphoma, a myeloma, a sarcoma, a carcinoma, a solid tumor or 
30 any combination thereof. 

101. The method of claim 52. wherein the cancer is selected from the group consisting 
of cutaneous T-cell lymphoma (CTCL), noncutaneous peripheral T-cell lymphoma. 
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lymphoma associated wiflihuman T-cell ly™pho«>phic vi™ (HTl-V). adultT^ell 
leukemianymphoma (ATLL), acute lymphocytic leukemia, acute nonlymphocyhc 
leukemia, chronic lymphocytic leukemia, chronic myelogenous leukemia, 
Hodgkin's disease, .wn-Hodgkin's lymphoma, multiple myeloma, mesothehoma. 
childhood soUd tumors sud> as brain neureblastoma, retinoblastoma, Wilms' tumor. 

bone ameer and soft-tissue sarcomas, common soUd tumors of adults such as head 
and neck cancers (e.g.. oral, laryngeal and esophageal), genito urinary cancers (e-g., 
p«,state. bladder, renal, uterine, ovarian, testicular, rectal and colon), lung cancer, 
breast cancer, pancreatic cancer, melanoma and other skin cancers, stomach cancer, 
brsin cancer, liver cancer, adrenal cancer, kidney cancer. U>yroid cancer, basal cell 
can^inoma. s<n»mous ceU carcinoma of boti. ulcerating and papillary type, 
metastatic skin candnoma, medullary can>inoma, osteo satcoma, Swing's satcoma. 
veticulum cell sarcoma, Kaposi's sarcoma, neuroblastoma and retinoblastoma. 

A method of treating cancer in a subject in need fliereof, comprising the stq, of 
administering to fl» subject a first amount of pyroxamide or a pharmac«Uically 
acceptable salt or hydrate fliereof, represented by flie stmch«; 

NHOH 

in a first treatment procedure, and a second amount of an anti-cancer agent in a 
second treatment procedure, wherein the first and second amounts together 
comprise a therapeutically effective amount. 

A method of treating cancer in a subject in need thereof, comprising the step of 
administering to the subject a first amount of a compound represented by the 
25 structure: 
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103. 



y (CH2)n C 



Wherein R3 and R4 are independently a substituted or unsubstituted, 
branched or unbranched alkyl, alkenyl, cycloalkyl, aryl, alkyloxy. aryloxy. 
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a,yWy.orpyridinegroup.cyc.oaIkyl.ary.,a^.oxy.ary.an.yl^^^ 
™„p,„rR,andR.bondtogeth=rtofonnapiperidinegroup; R..sa 
Mroxylaminogro«p;andnis3nin«gerfiom5.o8.orapha™ae«»«cally 
accep.*,esalt„hyd«.efl.ereofmafirs..reatmen.proced^.and-econd 
^ountofa»anti^erag».inas«ond«a»,e„.pK>«d.«.wherem*ef»st 
and second ,mo««U togefl^ comprise . tt«rap«.tically eff«tivc »no«nt 



,04. An.c«,«lof«ea.U,gcanceriaas^ec.innccdme^t— 

administering U> subject a &st amount of a compound ^presented by the 



structure: 



15 



20 



wherein R is a substituted or unsubstituted phenyl, piperidine. thiazole. 2- 
pyridine, 3- pyridine or 4.pyridine and n is an integer &om 4 to 8, or a 
r»naceuticanyaccep.able,altorhydr.tefl>ereofinafirattreatmentprocedure. 

Ldasec^tdamountofananti^ancer agent inasecondtreatmentp^cedur^^^^^ 
whereindrefcstandsecond amounts together comprise a therapeuhoallyeffecve 



105. 

25 structure; 



A method of treeing cancer in a subject in need thereof, comprising *e of 
administering to me subject a first amount of a compound .ep.esen.ed by the 




30 



whereinAis an amidemoiety.R, and R, are each selected flomsubsUtut^l 
or unsubstituted aryl.arylaBcyl,naphthyl.pyridineamino.9.purine-6-amn^^ 

flnazoleamino. aryloxy. ary laUcyloxy. pyridyl. quinolinyi or isoquinolinyl; 
hydrogen,ahalogen.aphenylor.cycloaDtylmoietyandnis an integer lrom3to 
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106. 



107. 
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10 or a pharmaceutically acceptable salt or hydrate thereof in a first treatment 
procedure, and a second amount of an anti-cancer agent in a second treatment 
procedure, wherein the first and second amounts together comprise a 
therapeutically effective amount. 

A mett-od of sel« inducing tenninal differentiation of neoplastic cells in a 
subject and fl-erebyinhibitingproliferationofsaidcdls in said subjec..saidn,efl.od 

comprising me step of admimstering to said subject a first amount of 
suberoyianiUde hydroxamic acid (SAHA) or a phannaceutically acceptable salt or 
hydrate thereof; represented by flie stractoire: 

\ / ^C (CHzh c' 

l' NHOH 

inafirst treatment ptocedurcandasecond amount of an anticancer agent ina 
second treatment procedure, wherein the first and second amounts together 
c^nprise an amount effective to induce temiinal differentiation of sa.d cells. 

A method of selectively inducing ceU growti. anest of neoplastic cells in a subject 
and fltereby inhibiting proliferation of said cells in said subject, said meflKKl 
.comprising ti.e step of administering to ^d subject a first ^unt of 
suberoylaruUde hydroxamic acid (SAHA) or a pharm^^uticaUy acceptable salt or 
hydrate thereof, represented by the structure: 



\ / > (CH2)6 c' 



"^NHOH 
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inafirst treatment procedure, andasecondamountof an anti-cancer agentma 
secondtreatmentprocedurcwhereinthe first and second amounts together 
comprise an amount effective to induce cell growth arrest of said cells. 

A method of selectively inducing apoptosis of neoplastic cells in a subject and 
thereby inhibitingproUferationofsaid cells in said subject, said method compnsmg 

the step of administering to said subject a first amount of suberoylamhde 
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hydxoxamic acid (SAHA) or a pha^accutioally ac«p«ble sal. or hydrate U.er»f, 
represented by the structure: 



109. 



10 



110. 



\hoh 

inafirstttoatoent procedure, and"as«o„d amour,, of an anti^ccrage».ina 
socondtteatmentprocedure, wherein ftefirstand second amonnU togetter 
comptiseanamounteffectivetoind«ceapoptosisofsa.dceUs. 
An in-vitro method of selectively inducing temunal differentiaUon of neoplashc 
cells and .he^by inhibiting proUferation of said cells, said method compruing .he 
step of connoting the cells with a first amount of suberoylaniUde hydroxamrc ac.d 
(SAHA) or a pharmaceutically acceptable salt or hydrate ftereof. rep«en.ed by 
the structure: 

^ — \. /" 

\ / \ (CH2)6— / 

^ NHOH 

andasecond amountofan anti-cancer agen^wherein the firs, and second amount 
.ogefter comprise an amoun.effecdve to induce tenninaldiflferentiation of sard 

cells. 

An h.vi»>meflK,d of selectively mdriding cell growth arrest of neoplastic cells and 
^.ereby inhibiting proliferation of said cells, said meti^od comprising the step of 
contacting .he cells with a first amount of s^y.ani«de ^Wro~^ 
(SAHA) or a pharm^euticaUy acceptable salt or hydrate ther«,f, represented by 
the structure: 

fX / 

\_/ >c— (CH2)e_c^ 



NHOH 



3ndasecondamoun,ofananti.canceragen..whereinthefirs.andsecond 
'amoun.s.oge*er comprise an amount effective to induce cell growttranest of sard 



25 cells. 
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An m-vitro method of selectively inducing apoptosis of neoplastic cells and thereby 
irfribiting proUferation of said cells, said method comprising the step of contactmg 
the cells with a first amount of subctoylanilide hydioxamic acid (SAHA) or a 
pharmaceutically acceptable salt or hydrate thereof, represented by the structure: 

0-< / 

\_/ (CH2)e_c(^ 

^ NHOH 

andasecondamountofananti^anceragent. Wherein the first and second amounts 
together comprise an amount effective to induce apoptosis of said ceUs. 
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